insulin requirement of a completely depancreatectomized (for carcinoma of the pancreas) man is in the neighbourhood of 36 units of insulin daily. The variations and instability of blood sugar concentrations in patients suffering from both diabetes and Addison's disease are extreme, even when the daily insulin requirements are small and the insulin sensitivity is great. Similar observations have been made in the case of the Long-Lukens pancreatectomized adrenalectomized animal, which is the experimental counterpart of the clinical condition described above.
Dwarfism, Sexual Infantilism, Diabetes Meilitus and Anemia.-RAYMOND GREENE, D.M. Miss J. J., aged 17,,the younger of two sisters, the elder being normal.
She first came under,observation in 1941, at the age of 8, when she was admitted to hospital in diabetic coma. She had no history of digestive disturbance, diarrhoea or any other serious illness. Nothing more is known of her condition at that time. She was treated with 26 units of protamine zinc insulin and 14 units of soluble insulin once daily, and a diet containing 200 grammes of carbohydrate. On several occasions in the next few years she was readmitted to hospital owing to attempts having been made to control her glycosuria. As she had a low renal threshold this always caused hypoglycaemia. On one occasion she became unstable owing to a severe urinary infection with B. coli. In 1945 her weight 'was 65 lb. and her height 50j in. Hwmoglobin in July 1947 was 96%, but in October 1947 she was pale and with Hb only 63 %. Treatment with iron raised the level to 75%. She was first seen by R. G. in November 1948, being then just 16 years old. Her height was 521 in. (upper measurement 27 in., lower measurement 251 in., span 53j in.) and her weight 65 lb. She had never menstruated. There were no signs of sexual development. Breasts, pubic hair and body hair were absent and the uterus was minute. The skin was soft and like a child's. The abdomen was protuberant and the liver edge could be felt one inch below the costal margin. Anemia was not suspected and the blood count at that time was not done. Intelligence was good and she was earning her living as a shorthand-typist, but emotionally she was infantile. Her whole appearance and manner suggested a child of 9 or 10. The diabetes was poorly controlled. X-rays showed the bone age to be approximately 14 years. Skiagrams of the skull were normal. The follicle-stimulating hormone excretion could not at that time be measured.
Her diabetes was well controlled by a 14 line Lawrence diet (see Lawrence, 1950, The Diabetic Life, London, 14th Ed.) and a daily dose of 48 units of protamine zinc insulin. Thereafter she remained in excellent health for six months. Treatment with stilbcestrol and ethisterone given cyclically produced regular withdrawal bleedings, but there was no sign of breast development, no pubic hair grew and the uterus remained small. The insulin requirements were unaffected. No increase in height. Liver no longer palpable.
In May 1949 she was in her usual health, but when she reported in June she was extremely pale and dyspnceic, with cedema of the ankles, a pink smooth tongue and severe ulceration of the mouth. She had lost 4j lb. in weight. Investigations showed that her diabetes was still well controlled. With the exception of a period of two months in which she was anmmic, she has been during the past year in excellent health, with her diabetes well controlled. Despite this she has not grown at all and sexual development has not begun.
Dr. Greene suggested that this was a case of ovarian agenesis. He had seen two other cases (one shown last year to the Section and one of Turner's syndrome) in which hypogonadism, dwarfism jnd diabetes occurred together; and he found it difficult to dismiss the concurrence as fortuitous. He had no explanation to offer of the sudden appearance of what was probably a megaloblastic an&mia.
Dr. I. H. Miner suggested that the diagnosis was a pituitary dysfunction causing dwarfism, anmmia, and even also the diabetes-occurring before puberty-and referred to the series of cases of hypopituitarism with anemia reported by Groen, Hunter, Snapper and, Witts.
Dr. Greene replied that it was usual in anemia due to pituitary deficiency to find achlorhydria. The patient's F.T.M. was normal. He agreed that without an estimate of the F.S.H. excretion it was impossible to be certain that the ovary was primarily involved. The evidence for a megaloblastic anaemia was poor, but he drew attention to the rapid response to vitamin B12.
Dr. H. Gardiner-Hill thought the whole syndrome might be explained as a case of cryptic idiopathic steatorrheea with consequent nutritional deficiency.
Dr. Greene agreed that without a fat balance experiment this diagnosis could not be excluded, but pointed out that except for the rather large abdomen there was no positive evidence to support it. There had never been any evidence of vitamin deficiency or of deficiency of any mineral except iron. The F.T.M. was normal and there was no history of digestive disturbance.
Dr. R. D. Lawrence said he thought the whole syndrome could be explained as due to diabetes and that he would expect growth and sexual development to begin now that the diabetes was well controlled.
Dr. Greene pointed out that this condition had been fulfilled for a year without any change during that time.
Dr. Wilfrid Oakley suggested that a liver dysfunction might link the diabetes with the anamia. Four months after she arrived in this country, where her circumstances were much better than in Spain, she began to suffer from palpitations and sweating, and was nervous and irritable.
When first seen in December 1948, she weighed 5 st. 13 lb. and was obviously diabetic. Fasting blood sugar 220 mg. %. Urine (Benedict) constantly orange. An enlarged thyroid without bruit was noted. She was excitable and had a fine tremor, pulse 100, B.P. 200/100; no abnormal chest signs. She was thought to be a nervous, undernourished and poorly controlled diabetic. She was fairly well stabilized on 36 units globin insulin and a diet of 2,091 calories, (266 g. carbohydrate, 88 g. protein and 75 g. fat). Gained 10 lb. in eight weeks. However, her nervousness and hyperactive circulation became more obvious with this improvement and her periods, which had been normal, became excessive in April 1949. In May 1949 she was admitted for assessment and treatment of her hyperthyroidism.
Condition on examination before thiouracil therapy: A restless, hyperactive person, with hot moist skin; capillary pulsation present, and a fine tremor. Sleeping pulse 120. B.P. 120/80. Fasting for a B.M.R. estimation precipitated a period of diabetic acidosis. Glucose tolerance test (fasting and half-hourly): 355, 489, 592, 592, 496, 432, 394 mg. % (Fig. 1 (1) ). Blood Hb 102%. W.B.C. 8,000; Cholesterol 175 mg.%. Blood urea 42 mg. %. B.M.R. + 64%.
